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VALIDATION MASTER PLAN 

Policy 

In keeping with the requirements of PIC/S guideline PI006 and appendix 15 of the EU-GMP Guideline, (Insert manufacturer name) has developed a validation master plan (VMP) to document the structure, process and control of validation work.  

Purpose 

The purpose of validation is to provide assurance that products produced will consistently meet pre-determined specifications. This assurance consists of documented evidence of the ability of various processes, items of equipment and the Facility to perform consistently within specifications to ensure the final product meets release criteria.

Scope
· Processes that are critical to the production and supply of manufactured, cell/tissue products. Refer to the flowcharts and tables in this section. 

· Qualification/validation of critical equipment. 

· Facility design, equipment and cleaning procedures. 

Responsibilities
· Quality Manual – (Insert manufacturer name) Quality Manager & Quality Coordinator

· General protocols – Production Manager, Scientist in Charge, Quality Manager & Quality Coordinator
· Facility protocols - Quality Manager, Production Manager, Scientist in Charge
· Validation tasks - refer to the Validation Stages & Responsibilities flow chart

· Report and document preparation -

Quality and General:  Quality Manager & Quality Coordinator

Facility:  Quality Manager, Production Manager

· Approval/authorisation of protocols and reports - Production Manager & Quality Manager

· Training needs in support of validation - Production Manager & Scientist in Charge

VALIDATION REQUIREMENTS of Processes / Systems/ Equipment 

Refer to the Impact Assessment Table.  
VALIDATION PROJECTS & ScheduleS
Validation assessments may be prospective, concurrent, retrospective or revalidations. If various aspects of (Insert manufacturer name) activities have been in operation for many years, retrospective validation of processes is permitted if required.   

With the development of the (Insert manufacturer name) Facility, design, installation, operational, and performance qualifications have been planned and scheduled for prospective and concurrent validation of the Facility and equipment starting in (Insert commencement date). Refer to the Validation Matrix in this section.

Cleaning procedures are validated through trend analysis of environmental monitoring results.

Key Acceptance Criteria

Acceptance ranges are set to satisfy operating parameters. Flow charts are developed, as required, to identify critical control points, which are subjected to risk assessment as documented in the Risk Management Section (DOC53).  Risk assessment is used to determine validation/revalidation priorities and requirements.  “Like for like” changes do not require validation unless they have the potential to impact on GMP or change the state of validation.  Verification only is required.

Risk assessments and validation/revalidation requirements are managed through the Compliance Management procedure defined in Quality Management DOC50.  The validation procedure and validation definitions are also included in Quality Management. 

QUALIFICATION, CERTIFICATION and VALIDATION information

1. Facility (Insert relevant facility information as appropriate; example provided below)
Background:  The (Insert manufacturer name) Facility was designed and developed in accordance with the (Insert user specifications document name) ((Insert document number, version number, author’s name, author’s position and organisation.)) following discussions with the TGA in (Insert discussion date).

Completed Qualification Documentation for the design, installation & operation of the Facility, Operational Manuals and the HVAC Services Maintenance Program were provided to and accepted by (Insert manufacturer name) from (Insert documentation provider’s name, position and organisation) on (Insert provision date).  

The development of the Facility and the transfer of manufacturing activities into the new Facility was initiated and controlled through the change control procedure documented in this Section. The Facility Operations Qualification change control request ((Insert request number)) was implemented on (Insert implementation date).  

Facility Management DOC123 provides an overview of the (Insert manufacturer name) facility and its management. 

Facility Maintenance and Recertification:  (Insert manufacturer name) has contracted (Insert contracted inspection and recertification service provider name) to conduct the quarterly service inspections and the annual recertification of the Facility. The details of these services are documented in:

· Programmed Preventative Maintenance Contract – Mechanical Services 

· Cleanroom Re-Certification Contract – Mechanical Services.

These documents are up-dated annually.

A full commercial clean and environmental monitoring (documented in the Facility Manual) is conducted immediately following the annual Facility recertification service. Particle testing is included as part of the Recertification program. Results of the environmental monitoring and the particle testing procedures are to be within required specification prior to resuming manufacturing of bio-therapeutic products. 

Responsibilities: (Insert contracted inspection and recertification service provider name) is responsible for conducting the quarterly service inspections and the annual recertification of the Facility in accordance with documented procedures. The Production Manager and Scientist in Charge are responsible for scheduling the service inspections and recertification of the Facility, reviewing and accepting the issued reports, and for addressing any comments or deficiencies identified as not meeting Facility specifications. Actions taken to address deficiencies, and the outcomes achieved, are documented and maintained as part of the inspection/recertification report.

Activities covered as part of Facility recertification (e.g. recertification, facility preventative maintenance, major clean, environmental monitoring and the BMS) are recorded on the Facility Recertification Review FORM146. Once completed, the form is reviewed and authorised by the Production Manager, Quality Manager and Scientist in Charge. 

2. Environment

Background:  The environmental parameters for the (Insert manufacturer name) cleanroom Facility are defined in the URS based on ISO and Australian Standards (eg. ISO 14644; AS/NZS 2982.1). Procedures for achieving and maintaining these parameters are documented in the Facility Manual, the Programmed Preventative Maintenance Contract – Mechanical Services and the Cleanroom Re-Certification Contract – Mechanical Services. 

Alert and action levels for microbial contamination are also defined in the Facility Manual. Trend analysis of environmental monitoring results has allowed change controls to be introduced (Insert name of applicable validation studies); to increase the efficiency of cleaning procedures and decrease the potential damaging effects of commercial cleaning reagents on the Facility while still maintaining required specifications.

Process Validation: Continuous trend analysis of scheduled environmental monitoring results is conducted through the environmental monitoring program, the Facility cleaning program as well as the various product manufacturing procedures being conducted within the Facility.  

Environment Revalidation: To ensure the Facility environment has returned to required specifications following recertification, Facility or equipment service/maintenance activities, and/or the introduction of major pieces of new equipment, environment recovery time and Facility Recovery Time (FRT) were determined. An environment revalidation protocol was developed by the Quality Manager and (Insert name of person responsible at contracted inspection and recertification service provider) and the validation test was implemented and reported by the Scientist in Charge. 
Based on the revalidation report findings, the (Insert manufacturer name) Management Committee determined that the clean room environment would be allowed to recover for a minimum of 4x the environment recovery time to ensure the safety and quality of the product. Thus, the Facility Recovery Time (FRT) has been set at a (Insert approved time) following any major disruption to the Facility environment. The procedure to be followed for any activity requiring environment revalidation is documented in the Facility Manual (Cleaning & Maintenance DOC3).

Responsibilities: The Scientist in Charge is responsible for maintaining the environmental monitoring and cleaning schedules, reviewing and accepting the issued reports, and documenting actions taken to address reported deviations and the outcomes achieved.   

Clean Room Occupancy Limits:  Clean room occupancy limits were verified (Insert validation study) in (Insert verification date) to confirm that the airborne particulate cleanliness required for ISO Class 7 (clean rooms and corridor) and ISO Class 8 (gowning room) is maintained during operating conditions. Acceptable occupancy limits were verified for (Insert maximum numbers of personnel allowed in each designated clean location).
3. Equipment

Background:  The equipment acquisition procedure and equipment maintenance schedules are documented in Equipment DOC55. Acquisition of new equipment is recorded as a Compliance Management. Specifications are documented and suppliers identified on the Equipment Control Form. Design, installation and operational qualifications are conducted and reported by the manufacturer, (Insert technical services department name) and/or (Insert facilities management/engineering department name). (Insert manufacturer name) conducts additional validation testing as required (eg. temperature mapping of incubators, fridges and freezers).

Performance Validation: In addition to the initial validation/qualifications of the equipment and the scheduled service inspections, equipment performance is continuously verified as part of product manufacturing processes with results demonstrating final product requirements are being met. 

Responsibilities: The Quality Manager, Production Manager and Scientist in Charge are responsible for approving and managing the acquisition of new equipment in accordance with the Compliance Management procedure, and defining the specifications, qualifications and validations required. The Production Manager and the Scientist in Charge are responsible for:

· purchasing the equipment 

· reviewing and accepting design, installation and operational qualification reports 

· conducting initial equipment validation testing (if required)

· establishing service/maintenance schedules 

· training staff in the use of the equipment in accordance with documented procedures.  

4. Manufacturing Procedures

Background: TGA-licensed products manufactured by (Insert manufacturer name) are manufactured in accordance with approved, documented procedures.  Other bio-therapeutic products being manufactured by (Insert manufacturer name) are the subject of clinical trial notifications or clinical prescription requests. These products have been developed and/or introduced into the Facility based on risk assessment, work flow, best practice in accordance with the Principals of GMP, clinical trial procedural requirements, and final product requirements all of which are managed through the Compliance Management system.

Technical and processing improvements/changes for all manufacturing procedures are also controlled and validated (if required) through the Compliance Management system.   

Process Validation: In addition to continuous trend analysis of environmental monitoring results, scheduled internal audits are conducted to verify that processes are being conducted in accordance with the documented procedure and achieves final product requirements. 

Responsibilities:  The Quality Manager and Production Manager are responsible for introducing, validating (if required), approving and implementing both new manufacturing procedures as well as changes to current manufacturing procedures through the Compliance Management system. The Quality Coordinator is responsible for managing the internal audit program. The Scientist in Charge is responsible for implementing staff training. 
5. Personnel

Background:  Personnel training is a continuous process to ensure competency is maintained in all required procedures, and final product requirements continue to be met. Training is conducted in accordance with documented procedures and training and competency records are maintained for each staff member (Competency Record FORM86). Training requirements are also assessed, documented and competencies reported as part of the change control process.

Re-training is implemented following a long absence, the procedure not being performed within the required time period, or final product requirements are not met.    

Operator Validation: The process for initial training and competency assessment is documented in Personnel and Training DOC49. Aseptic technique training and process verification activities are conducted in accordance with Aseptic Technique Assessment DOC116 with outcomes recorded on the Aseptic Technique Worksheet FORM26.  Results of these testing activities, change control training and re-training requirements are maintained on record in the individual staff records file.

Responsibilities:  The Scientist in Charge is responsible for supervising staff training and competency testing, scheduling and supervising aseptic technique verification procedures, and maintaining the training and competency records for each staff member on file. 
records

Validation reports are stored in the Validation File. 

Validation report template:  ((Insert validation report template filename)) available in (Insert network file path).

FORms

Facility Recertification Review FORM146 
Competency Record FORM86

Aseptic Technique Worksheet FORM26

Documentation and References

1. TGA – Annex 15 – Qualification and Validation

2. PIC/S – PI006-1 (3 August 2001) Recommendations on Validation Master Plan, Installation and Operational Qualification, Non-Sterile Process Validation and Cleaning Validation

3. Extract of GMP Manual (www.gmp-manual.com)  7.F  Validation Master Plan
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VALIDATION STAGES & RESPONSIBILITIES flow chart


Full Procedure Name

















IMPACT ASSESSMENT table

	Category
	Item or System
	Priority
	Impact (to be formally reviewed)

	Physical building
	External structure
	D
	No impact

	
	Internal, non GMP structure
	D
	No impact

	
	Internal GMP structure & finishes
	A
	Direct impact

	Building services
	HVAC to GMP areas
	A
	Direct impact

	
	HVAC to QC areas
	C
	Indirect impact

	
	HVAC to other areas
	D
	No impact

	
	Building management system
	A
	Direct impact

	
	General electrical services
	C
	Indirect impact

	
	Back-up electrical services (UPS, emergency)
	A
	Direct impact

	
	Security and access control systems
	C
	Indirect impact

	
	Fire protection services
	D
	No impact

	
	Communication services
	D
	No impact

	
	Plumbing & drainage
	D
	No impact

	
	Cold potable water (outside GMP areas)
	D
	No impact

	
	Hot water (outside GMP areas)
	D
	No impact

	Process services
	CO2
	C
	Indirect impact

	
	Suction
	D
	No impact

	Monitors 
	O2 monitors
	D
	No impact

	Process equipment
	Balances
	A
	Direct impact

	
	Biological safety cabinets
	A
	Direct impact

	
	Cell counters
	B
	Significant indirect impact

	
	Centrifuges
	A
	Direct impact

	
	Sepax 2
	A
	Direct impact

	
	Data loggers
	B
	Significant indirect impact

	
	Dry Shippers
	A
	Direct impact

	
	Environmental Air Sampler
	B
	Significant indirect impact

	
	Fridge/Freezers
	B
	Significant indirect impact

	
	Freezer – Rate Controlled
	A
	Direct impact

	
	Heat Sealers (Tube & Bag)
	B
	Significant indirect impact

	
	Incubators
	A
	Direct impact

	
	Liquid nitrogen storage tanks
	A
	Direct impact

	
	Liquid nitrogen dewars
	D
	No impact

	
	Microscopes
	D
	No impact

	
	Waterbath
	C
	Indirect impact

	
	Vortex
	D
	No impact


A – Direct impact – full qualification/validation

B – Significant indirect impact – full qualification/validation

C – Indirect impact – verification by reference to commissioning certification

D – No impact – nil qualification/validation

VALIDATION MATRIX

Many of the equipment items, processes, systems and products are existing and have been in operation for some time. Operational and performance qualifications of equipment are determined at recommissioning

	Item
	Comm/ Recom
	DQ
	IQ
	OQ
	PQ*
	Revalid/ Serv Insp Freq.
	Re-Qual Freq.
	Impact Priority
	Notes

	1.  Facility & Services

	Physical Facility (internal GMP structure & finish)
	Y
	Y
	Y
	Y
	
	quarterly
	1 yr
	A
	Environment monitoring ongoing

	HVAC to GMP areas
	Y
	Y
	Y
	Y
	
	quarterly
	1 yr
	A
	Environment monitoring ongoing

	BMS (Building Management System)
	Y
	Y
	Y
	Y
	
	quarterly
	1 yr
	A
	Continuous monitoring by Facility Management

	Power supply (UPS, Emergency)
	Y
	Y
	Y
	Y
	
	6 monthly
	1 yr
	A
	Preventative maintenance contract

	Process Services -CO2
	Y
	
	
	
	
	1 yr
	
	C
	Existing system -medical grade hospital supply

	2.  Process Equipment

	Balances
	
	
	
	
	Y
	6 months
	
	A
	Subcontracted by (Insert name of service provider)

	BSC (biological safety cabinets)
	Y/Y
	Y
	Y
	Y
	Y
	12 months
	
	A
	NATA accredited service agent

	Rate Controlled Freezers
	Y/Y
	Y
	Y
	
	Y
	6 months
	
	A
	(Insert name of service provider) inspection

	Incubators
	Y/Y
	Y
	Y
	
	Y
	12 months
	
	A
	(Insert name of service provider) inspection

	Cell Counter
	Y
	
	
	
	Y
	12 months
	
	B
	Service contract

	Centrifuges
	/Y
	Y
	
	
	Y
	12 months
	
	A
	(Insert name of service provider) inspection

	Sepax 2
	/Y
	Y
	
	
	Y
	12 months
	
	A
	Service contract

	Freezers
	NA
	Y
	
	Y
	Y
	6 months
	
	B
	Facility Management

	Fridges
	Y/Y
	Y
	
	Y
	Y
	6 months
	
	B
	Facility Management

	Data Loggers
	/Y
	Y
	
	
	Y
	6 months
	
	B
	Download after use 

	Environmental Air Sampler
	Y/
	Y
	
	
	
	12 months
	
	B
	NATA accredited service agent

	Liquid Nitrogen Storage Tanks
	Y/Y
	Y
	Y
	Y
	Y
	12 months
	
	A
	(Insert name of service provider)

	Dry Shippers
	
	Y
	
	
	Y
	12 months
	
	A
	Clean. Check static holding time

	Heat Sealers - Bag
	/Y
	
	
	Y
	Y
	6 months
	
	B
	(Insert name of service provider) inspection 

	Heat Sealers - Tube
	Y/Y
	
	
	
	Y
	6 months
	
	B
	(Insert name of service provider) inspection


* Performance Qualification is conducted as part of routine processing procedures and/or annual aseptic training.

INSTIGATE


Quality Manager or Quality Coordinator advised of requirement for new/changes in facility, equipment or processes.


Compliance Management initiated. 








PLAN


Validation Report (word template in (Insert template file location)) initiated


Validation requirements (eg.  DQ / IQ / OQ / PQ / PV) and responsibilities identified





APPROVE


Production Manager & Quality Manager approve protocol





ALLOCATE


Production Manager or Scientist in Charge allocates personnel & resources for conducting validation





IMPLEMENT


Validation conducted and recorded as per the protocol template and by personnel as per ALLOCATE   (e.g. technician/scientist/Quality Manager/contractor) 





FINALISE


Quality Manager or Quality Coordinator checks completion of records/report 


Quality Manager & Production Manager approve or reject validation


Revalidation requirements identified & scheduled
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